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(57) Abstract: It is intended to provide crystals of a pharmaceutically acceptable salt of N-{2-chloro-4-[(6,7-dimethoxy-4- 
quinolyl)oxy]phenyl}-N' -(5-methyl-3-isoxazolyl)urea. The salt crystals are used in treating a disease selected from the group 
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exudative age-related macular degeneration. The salt crystals have properties appropriate for preparations for oral administration. 
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>x;v^>^m©M^i{±s p- h;i/^>x;i^>H— -ttSntJfro— 7JOntJ©i£ll 
T'$>^o £t>£F£b<i±x ^©^itlte:. p- h;v^>x;i/^>^© iMfg^-e 

N- {2-^DO-4-[ (6, 7 - i^ b=^>- 4 -^y y ^-3F->>]7 3i 
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— ;v} -N' - (5-^^;v-3-^v^v*'J;v) ^i/7p-f;i/x>x;v^ 
Sp- h;i/3:>^;i/5^>KJftIIS«gai±N $J 1 4 ©ill 4fcfB*£;ft,£ 
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— M -N' - (5-^f;v-3->fvWJ^) ^i/7p-h;vx>^;i/^ 
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N- {2-^nn-4-[ (6, 7-^ t=^^]7x 

— jv} -N' - ( 5 3 ->r v^-y-v" ^i/7Ti/^>ii©ii 
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m$£^l±, 0 3 1 (3f3*^tl^> h£^U 
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a fcafcMfcl^*— h ^r^-To **?8fc: £ 3 ^ W >Wtm I Si*giifc»S!i$fc: 
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N- {2-^DD-4-[ (6, 1 -V* U ^^r^]7i 

— ;v} — N 3 - (5-^^-3->fv^;'j;i/) e7i/7Ti/>f>iSoiiI 
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> mm. 1 1 m i±m m &o tc t± z © <t ? & m m. & m -r & & © -t? & £ o 

N-{2-^nn-4-[(6, 1 -V* h=^>- 4 U;i/) 7 ^ 

_ N ' _ ^l/TTl/^f >g^©III 

m^IIIM^^^s flll 8©g|l 8 t|B«4^tL^ cfc^^^X^HJJjf^^ — 
^"To Mlg^^ 03 5 &3fS»i£*"i£ J;o^^^»«iJ^^— h£^U 
^^-tr(±l 1 0°Ch 1 9 0°Cf«S3n»h°— ?&&&TZ>o 3; fe^Ute:, 0 3 

£ J± £ © j; a &#®£*ir & &©-e& & o 
?w >||jg[©iBMll 

N- {2-^DD-4-[ (6, h^ri/-4-^yU;i/) ^-^>>]7^ 

-N' - (5-^^;v-3->fvWj;v) ^ i/7Yi/-f >nm©iVM 
^n&. i 9 i3ta*©^^{3 j; h^-e§^, 0 ?#£>fu&-^ w >it 

mrafgnte:. mi 9 ©iti 9i3iB«£ax3<fc-5&)i&*xaia^*— >&^-r 0 

MlgUte-, 03 7t3fB«4^tt^ J;a&^^»ft*MI^^- h£^U 

lil3 0°Ctl8 0 W^lMt:"— ^^^-^-§ 0 £fcf£|£|l&, 03 8 t3f3 

^»J2©|g^tt. JM^M© I MISIIk ^©IIS^H. 58&JS© I M*SH> * 
^>^;i/*>i£i&© IIS^ p- h;i/3i>^;i/^>^m© ^©IIS 
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MUk >WJHDimit&&<s *3<fct>\ ^©IIM*§H/^ 4 0°C7 5%RH©^ 

i ^©iim^h, ^ w >m&© ^tammm 

j;oT*^0j©$?^bv^B«tj;ti{±\ *^0j©^©is^^. umM(Dimm 
*<Dimmm, mm&oimmm, *#>x;v*>mm 

i©I» p- h;v:n>x;i/*>i^© iMfgfis ^©iiM^Hk tW> 

^0g©^?,^*bV^«l^{3j;ti^ *^0^©^©|g^(±, m^©IMJg 
Ms ^©HM^H^ p- h;v^>x;i/^>^© i^MMs ^©IIS^H^ 
t>\ ^^©iiM^n-e&^o 

*^0i©^^^J;D$f^b^^(3j;tvtt\ *3§0J§©^©if£llJ±> m®Jfi©I 
S^Hk ^©IIMIS^k p- h;i/^>^;v^>^© I» :fe£tfs ^©11 
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- 4 -[ (6, 7-^h^r^-4-^y'J;V) ^^^>]7^rz;v} — N 5 - (5 

fj-e&^o ifc^ot, $^(c:$?^b<^ mm—ttbu%dfr~o—7k 

- 4 - [ ( 6 , 7 h3^>- 4 -^7 U;i/) 7l-^r->]7 3i-;V} — N ' - (5 

fcs liiiifeiit MioicM (^ix.«n§y|g^, iiim^h) t 

(:fflv^^f;nz;vD- X7k?$»SS^t-3Pgli-. i£#bfc < i^Mfctll 

&#_f2©Fp^&£bl£^o COjSTffeIilII«gl 

^H^^cfctb^s N-{2-^DD-4-[(6, 7-^h^>-4-^y 
U;i/) -N' - ( 5 3 .--f V^it^ VJ]y) t>VT 

©MilOlM^tfeot, N— {2-^nn-4-[ (6, 
dp>> - 4 - Jpy ^-^rS/]^ — N ' - (5 3 ->f V^r^ 

*|gB^©|!f S tV^ISia^ils N- {2 -ynn-4 -[ (6, 
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^>_4_^y 7 -N' - (5 3 --f V^riT" 

^^■yrs m^^<Dmm%&%i, ^si<iiifij»it, iiiis t;i/p 

-/7 p n - 4 -[ (6, 7-^p< u;i/) *i-^>] 7 ^— -n 

' - (5-^<^;v-3-^v^-y-^u;v) ^V7©liIiiSfetiiiM©^ 

#3818©— o©i&?£ bV^«ftfc«tttttx N - {2-77PD-4-C (6, 7- 
^h^>-4- + >"J^) — N 5 - (5 3 ->f 

V^ri7-^>;;i/) -y V 70111^ I SfSa^OSl^^t o t , N- {2-^PD 
- 4 - [ ( 6 , 7-^h^>-4-^/'J;i') **i/]7 ^—M — N 5 - (5 

xe&^Tf&S^tfafljSftSo £©i:#^ J;D$?^b<{±, li^itfx 

*%BB©sa©— o©Jf*bV^filfc:«J:ntiN N- {2-^nn-4-[ (6, 
b3cis-4-*J VJV) t^^>]7xr;i/} — N 3 - (5-^^;i/-3 

--r v^iT-v u;i/) »>i/7 , ©jfi»JKiiS3ieffio»3e^Tf*"=)'rx n- {2-77 
dd-4-E (6, 7-s>* h^p^-4-^y y;i/) -n' - 

( 5 3 ->f v#^U;v) ^i/7$#7n h >Mtt^l& 
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^7d h >&mmmmi±, n-{2-^dp-4-[(6, i-v* h=^>- 

W©«-£ & £ ^ § a o 

^^©^©IMIS- £tU£\ N- {2-^nn-4-[ (6, 7-^h=^> 
-4-^pyi;;v) $-3c^]7 -N' - (5-^^-3-^ V^fV'U 

;v) ^VTiMSIJMfgfi. 4$fci£III3!J*SIltt> N- {2-^no-4-[ (6, 7 

-s^ h3^>- 4 -=apy ^-^r^]7 ^— ;v} -N' - (5 3 - 

■fcmWfc&n^ N- {2-^DP-4-[ (6, 7 -S^p< h3^>- 4 

u;i/) ^-^r^>]^ xn;v} -n' - ( 5 3 --r v^-y-y ^i^t 

-4-[ (6, 7-^h^>-4-^;'J;i/) ^-^^>]7^^;i/} — N ' - (5 

3 --f u ;i>) £ i^©^»jg i&£fci±ngi©*§il&W£ £ 
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^mmizXtil^ N- {2-^DD-4-[ (6, 1 -*J* 

U;i/) ^-^->]7 x^;i/} -N' - (5-^f-;i/-3-^v^v*'J;i/) >)i/7 
u-r^fc*a«j*N ^»*«*«tv/*fcJ±*fc:ini»^T (fli;tfc£#j i 4 o°c 

^5ii:{i«J:^ N- {2-^nn-4-[ (6, 7-^f^>-4-^;'J 
;v) t^i/]7x^;i/} — N 5 - (5-^^-3->fv^; u;v) ^utcd 

^mmte Xtilt, N- {2-^nn-4-[ (6, 7 -SM b=^>- 4 y 

u;v) ^-^r^]7 ^— M -N' - (5-^^;i/-3->fv^>j;v) ^i/T 

«#b«®bT^fc«5fi$^ ^©WttS&fciaaft^fefTF (^^8 0-1 

oo°ct) nmmzit, itis^sa ^a^fc»^j5°o u ^nfcis 

D-4-[ (6, 7-^^h= 3 r^>-4-^y'J;V) ^ ^ ] 7 ^ — N ' — 

(5 -^^;i/-3 ->r u;v) ^ vto^ ^ >x;i/*>i^ I ~vs©g 

m * & > * ; i/ * > 1 ~ v m <d m a % n & - 1 & -e # § o 
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#$SUBfcJ;*i«x N- {2 on - 4 -[ (6, 7 -V* h*is- 4 

u;i/) ^-^^>]7^n;i/} — n ' — (5-^f;v-3-^vWJ;v) ^i/T* 

©p- b;i/ai>x;i/*>^^M^T (^J^{±\ miO 0°C) $§f?£^T& 

^iTtt^f.™ (^jx.{*\ ffi5°ciz&m -t%zhiz£V), mm&mmz 

^ N- {2-^DD-4-[ ( 6 , 7-^h^>-4-^7U;V) it**/}? 

-N' - (5-^^-3-^V^V*U;i/) r>l/T©p- h;i/^>X 
;i/*>gtt&l£l. (I-IIIM) ^-<^3 0 
Buiaw^Mis^^/^fe^jc^bTfi^ ^^y— ;i/^7j<, £fc&N, 

^fe^^T^ra^*5J:^/Sfe{±7j<(±, N- {2-^no-4-[ (6, 7 
b3^>- 4 -^r-y u;.v) -n' - ( 5 3 - 

4 V*cW U ;V) ^l/Tt^U ^ 5 ~£<J 5 0fgV/W©S\ $ftl<li|5jl0 

^^tufBmo^^OM^tfflV^^n^. N- {2-^DD-4-[ (6, 7- 

t^^>]7x^M — N ' — ( 5 3 ->r 

V^vUM r>l^T©p - h;i/:n>X;i/*>^i^±s N- {2-7DP-4- 
[ (6, 7-^h^^-4-^yj;i/) t^7]7i-jl/} — N' - (5-^3=- 

^-3->fv^;y^) ^i/Tfcr-fe b— h u;i/^Sn^.s £ fritz p - h;v^> 
*;i/^>m-7M»£T-fe h-b u ;K;i^ bfc^t^iT btl#t § «: ^ t 

*55BBO— o©^£ bl^litcicfcfrU;^ N- {2-7DP-4-[ (6, 7- 
h^r^-4-^7'J;i/) tT=3t^]7 -N' - (5 3 --f 

V^r^^U;V) ^VT©p- h;V^>X;V^>^IM^SOM3g7J^T$)oT. 
N- {2-7PD-4-[ (6, 7-^7^ h^i/-4-^7'j;i/) t^^]7x- 
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-N' - (5-p?^;i/-3 — rv^;u;i/) ^i/7$7-kh-h'j;w^ 

■fr £ ill £^ T* & § jigh $ £ o 

*mW(Dm(D—^(Di&<k\s^-mWLte&tl^ N- {2-^DP-4-[ (6, 
7-^hJr^-4-^;'JJI/) ^-^^>]7rc-;i/} — N ' - (5-*^;i/-3 

oT^ N- {2-^PD-4-[ (6, 7-£>^ h^->-4-^-y U ^3^>] 
— N ' - (5-^^;V-3 — f V=¥"tf-Vfy;i/) ^V7^7^b-h'J 

^mmizXtilt, N- {2-^on-4-[ (6, 7-^p< 
U;i/) ^-^r>>]7 -N' - (5-^^;i/-3-^V^^'J;V) !>V7 

fc«fclK «SS*«ftti$*N N- {2-^DD-4-[ (6, 7-^h^>-4 

y -N' - ;v-3— f v^^'j;i/) 

t>l/T© v* W >m&f§it ( I—IVM) *»Sifc*s*t!§So 

;K N, N-^^WM7^ h\ SfcliN, N-^^f;i/7^h7U*^ 
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£fc^iBffi03l&ffi©»3£fc^k*L3. N- {2-^nn-4-[ (6, 7- 

t^r^]7x"M — N 5 - (5-*?-;i/ - 3--f 
V^i^V"'J;i/) t7UT<D^U4 >MM\±s N- {2-^DD-4-[ (6, 7- 
^^b^^>-4-^yj;i/) t^i/]7x-;i/} -N' - (5 -*=J-)\/- 3 ->f 

N- {2-^PD-4-[ (6, 7 -S>* h^>- 4 -^y U ;V) ^^>]:7:n 

-N' - (5-^^-3-^v^u-^'j;v) ^i/Tt^^y- ;v^sp^.s 

N — {2-^PD-4-[ (6, 7-^^h^^>-4-^yU;i/) ^-^r^>]7^- 

-N' - (5-^f;i/-3-^fv^v*'J;b) r>V70-?i/^>ii^#, 

N — {2-^DD-4-[ (6, 7 h=^>- 4 -5rJ V JV) it^r^y ^ 

— n ' — (5-p<^;^-3-^v^i^ N /';;i/) ^i^Tit >tf 

xmmmmnm^m^ir^ (w 002/88 1 1 0 ©^31^^12, 3, 

3T3|fflfl&£VEGF (vascular endothelial growth factor) XMM bfc t § fc£B£ 
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at hm«rtfg«©gau >mihf&&&mm-tz> (woo 2/8 8 1 1 0© 

3|5II»m) o VEGF ^VEGFOl/-fer^ — i:UTlfflJ3SM±fc:#ft1~^KDR^^ 
KDRjffflJjai*lM^©^nS/>^^—- Ift iSSB'J >Sft*^U MAPK(mi 
togen-activated protein kinase )©f54£fbfc if £3! T (Shibuya M, Ito 
N, Claesson-Welsh L., in Curr. Topics Microbiol Immunol., 237, 59-83 (19 
99); Abedi, H. and Zachary, I., J. Biol. Chem., 272, 15442-15451 (199 

7)) o mi(D^mhi±ikmm^^f^^^Wim(DmM^Mm^M^u^ 

Z.h1fi%\btiX^2> (Merenmies, J. et al., Cell Growth & Differ., 83-10 
(1997); Ferrara, N. and Davis -Smyth, T . , Endocr. Rev., 18, 4-25 (1997)) „ 

ihit, mm, mmm^mmm, mm, t^u-a^mm 

Z.kifi%ae>ti^2> (Folkman, J. Nature Med. 1: 27-31 (1995); Bicknell, R., 
Harris, A. L. Curr. Opin. Oncol. 8: 60-65 (1996)) „ 

Ife^ot, N- {2-^nn-4-[ (6, 7-^h^>-4-4;'J 
;i/) t*^>]7xi: -N' - (5-^fJi/-3-^vWJ;v) t>VT\±, 

mm, mmm&Mmm. m&mmv*-?^, mm, -r^v-A&mmmtm, & 

itJfjtJ^^Wffll^©^*^^^** (PCTffijg! (PCT/JP 0 2/0 4 2 
79, WO 02/881 10) #M) o £-=>X, N- {2-^PD-4-[ (6, 

7 |s 4 ^-ir*/]?^— ;v} -n' - (5-^;i/-3 
im^©^#©?&ii«*«&£° %tz, ^mmiz^zikommit, mam 

*^0^i-J:ti«s itufBbfcN- {2-^dp-4-[(6, 7-^h^>- 
4 _^yi; ;1/ ) ^-^^]7xr;M — N 5 - ( 5 - * - 3 - >f V V >J 
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omm (03*. «n th^feiifcbwiu) c^-rs^^s^Tf^Ss @ 

^mm lz£&N- {2-^nn-4-[ (6, 7-^h3^-4-^yu 
;V) ^-^r^>]7 — N 5 — (5-^^;V-3-^fVWJ;i/) »>1/T© 

Jfi©MHJ±x Hn&cfcT^HP (fJ^{±\ ttfl§i£-4K SSSjfeS#) ©V^frbfr©iS: 

jyw^ mnmhvxte, item. fty-t^M, mm. mmm, mmmtzz 
ifim-fzti, 4mnfflh\sxi±, mm. ^-ym. mmm-&¥&m-ft>ti2> 0 

mM#k mmm. ^m. mnm. rn-^m. mRM^t\ ^m^xnm^^^m 
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tjsscts^s^ mn^mmm^o. 5-5011% ^i<it 1-20 

©^^-tC^SbTTilC^^tl^^ ^$f^«lllJ¥T\ ^!lx.«'0. 1—1 0 0m 
g/Kg , HfSL<(il~5 Omg/Kg©ISB-£&Ds 1 B HHt 

m <t s f&©^ tin «\ mmm <dw& © tP b§ £ tffli^ti^ 
isiit©SBg©fc#>©s ^mmzx^m^ommt^^^o 
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MMM : N — -f 2 - ^pp - 4 - [ ( 6 , 7-^^h»->-4-jp^U;i/) ^~ 
^->17^-;V> -N' - ( 5 3 -A ^^TCDMiB. 
(1) -fD«: 



MeO 



MeO 




MeO 



MeO 




NO s 



3 , 4-^ h^T-fe h7xy> ( 1 5 0 0 g) ^5~10°C©1 7 
( 1 4 0 0 g) fc»«*U 6 7%$§1§ ( 8 4 3 0 g) iSJ^MIg^ h U 
(18g) 5~10°CT% 2~3^pP^^itT^o < !)|Tbfeo Si 

T^T^ 1~2B#F^ 5-1 0°CK:ta#bfeo ttzk (7. 5L) »U 
3 0#St#&x ilU tK (3 0L) fcT^bfco «3fi^£7j< (7. 5L) iz 
MX., SWTK^T^fPbfe^s SIU 7jc (7L) fcT$fe$£b&« *£A«r&&E 
16* U 3, 4-^ h^>-6-rhP7t h7i7 > (2 1 6 4 g) &Et# 
bfc = 8 7. 9%) o 

'H-NMR (4 0 0MHz, CDCL/ppm) ; 6 2 . 50 (s , 3 H) , 
3. 97 (s, 3 H) , 3. 99 ( s , 3H), 6. 76 (s , 1 H) , 7. 6 
2 (s , 1 H) 

( 2 ) MjuHlfi : 



MeO 



MeO 




MeO 



MeO 
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3, 4-*?* h^S/-6- — hnT-fe h7xy > (1 0 8 2 g) id, — 
;v (5 . 4L) , (4 3 3 g) , 5%7^^A/:*7 — ^> ( 1 6 2 g) £ 

#U X.N 7Mi#;*ftPJ± ( 2 K g/cm 2 ) N 4 0°CtT8iPII#lfco 

lit, (ID £T«fc#bfco Mffi.*7kWi<thJ- h V ?7 Aykmm^T 

*mm, MHvMbfeo m»^7j< (iol) ^jpx., — Rfeat^bfc^ iiu, 

7_K (7L) tt©bfeo h;i/x.> (4L) ^iax.s 8 0°CfcM;U 

©4fc£«5fiU h;i/^> (3 0 0mL) t»Lfeo Mffi&ifeiU 2-7* J 
-4, 5 h^^T-fe h7i;> (5 7 6 g) £J&#bfc (4«= 6 1.4 

%) o 

1 H — NMR (400MHz, CDC1 3 /p pm) ; 52. 56 ( s , 3H) , 
3. 84 (s, 3H) , 3. 88 (s, 3H), 6. 10 (s, 1 H) , 7. 1 
1 (s, 1H) 

( 3 ) mtum : 

o o 

MeCL JL MeO 



MeO^ NH 2 MeO 

H H 2 0 

2-7^7-4, 5-^^h^^7th7x7> (3 3 7 g) trh7hFo 
(THF) (5. 3L) :fe£7J^ HJ^A^h^>F (313g) £SP;U 
2 0°Cl!3 0M#bfeo 0°C^Ts (8 5 8 g) ^SPx.s 2 0°C(3 

TlWIlfeo 0°ClzXs 7k (4 8 0mL) £«IU 1 Ni&mf-T b 
feo #ffcfcl$r£*Sj®bfc^ «5S4fcf£zk (2L) CTX7'J-MIL 3iilbfc 
Ilt^MMLs 6, 7-^h^^>-4-^7D7 (3 5 2 g) ^ 
f#bfc (42^=8 1. 5%) o 

1 H — NMR (4 0 0MHz, DMSO-de/ ppm) ;63. 81 (s, 3 
H), 3. 84 (s, 3H), 5. 94 (d, 1H), 7. 01 (s, 1H), 
7 . 4 3 (s , 1 H) , 7 . 7 6 (d, 1 H) 
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(4) PuufcJim. : 

o 

MeO 
MeO 




MeO 



MeO 




HoO 



6, 7-^^h^^>-4-^yn> ( 1 0 5 6 g) fch;i/^> (3L) $$£ZF 

**i/i&ttiv> (noog) %m?Ls uammffiTizximMmwisiZo o°ciz 

(10L) tt^7'J^Hlfco *»4&&afcEE$£*U 4-^n 

n-6, 7-^^ h^r^^y U> (9 2 8 g) £S5tf5bfc (lRafs= 8 7. 6 %) e 
1 H — N M R (4 0 0MHz, D M S O - d 6 /p p m) ; 53. 95 (s, 3 
H), 3. 96 (s, 3H), 7. 35 (s, 1 H) , 7. 43 (s, 1H), 
7 . 5 4 (d, 1 H) , 8 . 5 9 ( d , 1 H) 

( 5 ) y =. s —jvmtiLmxjim = 



NH 2 



MeO 



MeO 




MeO 



MeO 




4-7^-3-^PD7xy-;i/-HCl ( 9 9 0 g) &n, N-^5^;v 
T-fe F ( 6 . 6 L) fcinx-fco 0°CfclT*U -)At h F (14 5 

2 g) 2 0°CHT3 0M#bfeo 4-^nn-6, 7 h 

;'J> (8 2 5 g) mnx-t^ 1 1 5°CfcT5W$lfco g«tlfiS 

-ctffiibfc&N Tie (8. 3D ;i/ (8. 3D &«arau 20^ 

H#bfeo #ftfi«i**abfc^ ^itJ^Tk (8. 3D i:tX7'J-^bfe ( 
iiSiIbfc#, ^»^MHf£!#b. 4- [ (4-7^-3-yDP7x;- 
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;V) tf-^] - 6, 7-$?* V *i<>* J U> (8 5 2 g) bfc (J&* = 6 

9 . 9%) o 

1 H — NMR (4 0 0MHz, DMSO-de/ ppm) ;63. 92 (s, 3 
H), 3. 93 (s, 3H) , 5. 41 (s, 2 H) , 6. 41 (d, 1 H) , 
6. 89 (d, 1H) , 6. 98 (dd, 1H) , 7. 19 (d, 1H) , 7. 
36 (s, 1H) , 7. 48 (s, 1 H) , 8. 43 (d, 1H) 

( 6 ) tf U TihTM : 




3-^^y-5-^ v ( 3 7 7 g ) „ t: u > ( l 2 l 5 

g) s N, N-^^f;i/7th7U* (4L) fc N 0°CHT^DD^l7x-;i/ 
(601g) tiTU 2 0°CizX 2«pjaa#bfeo RJ&**K^ 4- [ (4- 
7^;-3-^nn7x;-;i/) ;t^>] - 6, 7-^ h=^>^y < j > (8 4 
7g) in>u 8 o°cfcT 5^^ti#bfeo SiiS^ft* 5°c^-e^pbfe^s 

-;v (8. 5L) (8. 5L) ££Dx.s b U # 

fpufeo «fmi»*itabfc^ aaa*** (8. sd tt^^'j-^ifco 

«bfc^ fflm*ftLBMM\s> N- {2-^dd-4 - [ (6, 7-*J* h 
^>-4-^'J;i/) -N' - (5-^^;i/-3-^fV^ 

V*>;;P) ^1/7- ( 1 0 0 2 g) £!5tf#bfc (W=8 6. 1%) o 
1 H — NMR (400MHz, DMSO-d 6 /ppm) ; 6 2 . 37 (s, 3 
H), 3. 92 (s, 3H), 3. 94 (s, 3H), 6. 50 (s, 1H), 
6. 54 (d, 1H), 7. 26 (dd, 1H), 7. 39 (s, 1H), 7. 
48 (s, 1H), 7. 51 (d, 1H), 8. 23 (d, 1H), 8. 49 
(d, 1H), 8. 77 (s, 1H), 10. 16 (s, 1H) 
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mmm&fflX Dt#£>:JxfcN- {2-^PP-4-[ (6, 7-S^h3^>-4 
2j"^>] -7^r:;i/} -N' - (5-^^;v-3-^ V^WVJV) 

INT D M A X — 2 0 0 0) U Cu-KaMI (4 0 kV. 4 0m 

A. A=l. 5 4U>^Xhn-A) fc«fc»K «bfc (X^t>7f-F : 
5 ° /m i ru j^S^B :5. 000 — 40. 000°. 7^r;i/^— :K^7^ 

o mzn^m^xmrnttr^ 2 o%i^±©^g^js^^-r^ t° 

ms,(D^m^smm\t. x^iis^i^Sit^ifSf (perkin elmerm. 

Pyris 1) fciDSB^bfco 

m)fcxti, s u 7 t i/ > ^ 1 1 s © 7;k t is zti^m 
mmcommmi^ mmm^mmmm^w: (perkin elmers^ tg 

A7) lz£*)mfeLfz 0 
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N- f2-^PP-4-[ (6, 7-^h^>-4-^;'J;i/) 3f- 1 7 :n ~ 

All: M^IMMM^M^ 

»J«oTlIlfeN- {2-^dd-4-[ (6, 7-^h3^>-4 
t^^>]7x-;v} -N' - (5-^^i/-3->fvWiJ^) 

i>l/7 (lOOOg) N-^^fjV*;VA7^ F ( 7 L) ^JPX., 6 0 °C 

teX^±lzmffimttz 0 SfiSTfStm l 2Nlt (2 0 2mL) N rc^y — 
;i/ (2 8 L) N 7jc ( 2 . 8L) £#Px., ^SteTflMfbfco MHWffibfc^ 

(5L) tt^7ij-ffi#l&, MSSbfcli, ^Mj£MH£^U N- {2- 
(6, 7-^h^>-4-^yj;i/) t^^>]7x-;i.} -N' 
- (5-^f-;i/-3-^fVWJ;i/) ^l/TMBfilSMBil (8 3 6 g) £m 
ftbfc (IK*=7 4. 7%) o 

1 H — N M R (4 0 0MHz, DMSO-de/ ppm) ;d2. 37 (s, 3 
H), 4. 02 (s, 3H), 4. 03 (s, 3 H) , 6. 50 (s, 1 H) , 
6. 95 (d, 1 H) , 7. 42 ( d d , 1 H) , 7. 69 (s , 1 H) , 7. 
70 (s , 1 H) , 7. 72 (d, 1 H) , 8. 32 (d, 1 H) , 8. 79 
(d, 1 H) , 9. 01 (s , 1 H) , 10. 38 (s , 1H) 

g^ctrng^s (%) ^^-To 

^fclll(±s ^ScD^H^SmMSO^^^— h&**U ^^t{±120°C^ 
1 9 0 W®J;ilMt°-^7b^£;ft,TV^o EI 2 ^ M^^©^«««'J^^- 
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1 



1 1 J4— f-r 


( 2 6> ) 


TO>tf5HgJ3£ (> 2 0 %) 


8 . 


7 6 


2 2 


1 1 . 


4 7 


10 0 


1 5 . 


2 8 


2 1 


1 7 . 


1 6 


2 1 


1 7 . 


5 3 


2 3 


1 8 . 


8 0 


2 1 


2 0 . 


0 2 


2 5 


2 2 . 


5 9 


3 5 


2 3 . 


0 2 


3 7 


2 5 . 


3 2 


2 9 


2 5 . 


4 3 


2 3 


2 6 . 


2 7 


3 6 


2 6 . 


6 3 


3 2 


2 7 . 


0 0 


2 9 


2 8 . 


5 7 


2 8 


$12 : i&l 







®BgW^oT®^bfcN- {2-^?nn-4-[ (6, 7-^b^>-4 

Jrict/]? ^-ji} -n' - (5-^f-;i/-3-^v^;u;v) 

(2g) £N, N-^^f-;V^;i/A7^ F (lOmL) fc^jp^., 8 0°C(3 
T^K**^"frfco SfiStMt> 12N*8 (2 0 2mL) *JP^ IRS 
RI8i#bfco SJiS*% 8 0°C£TMU 8 0°C© 1 -7d;V-^ (60m 

l) %m?i, 8o°ctTii#bfeo *§s*«*fmbfcc:fc*n6ss^ 5°c*t?^ 

D — 4 — [ (6, 7-^h^>-4-^;'JM t^^]7xr;v} — N 5 — 
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(5-^^-3->fv^;y;i/) twrmmsLiimsm ( 1 . sig) 

f#bfe (IR*= 8 3. 8%) o 

w&^m^mm. (%) &^-r 0 

(2g) *E%rgjjft (>2o%) 



9 . 


3 7 


2 6 


1 2 . 


1 5 


3 7 


1 2 . 


5 4 


3 2 


1 2 . 


8 8 


2 9 


2 1 . 


3 2 


3 1 


2 1 . 


4 8 


3 0 


2 1 . 


8 2 


2 7 


2 2 . 


1 3 


3 7 


2 3 . 


1 6 


2 3 


2 4 . 


1 2 


3 7 


2 5 . 


2 2 


10 0 


2 5 . 


9 5 


3 1 



ffj3 : mwtmumm^mm. 

SI^tfoTillfeN- {2-^DD-4-[(6, 7-^h^>-4 

t^^>]7x-;v} -N' - (5-^^-3-^fvWj;i/) 
(2g) £ 1 -7$ J— ;i/ ( 1 2 OmL) fcflQiU 1 2 (2 0 2m 
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H^'Ib, N- {2-^nn-4-[ (6, 7-^ h^>-4-^y U;v) 
§y*£iH ( 1 . 8 1g) fcUfc^bfc (4»= 8 4. 0%) o 

a*5j;t>^@^s (%) &^-r 0 



\e\$tM (2 9) *g*TS£Jg 0 2 0%) 



5 . 


0 7 


3 9 


7 . 


2 0 


10 0 


1 1 . 


4 2 


5 9 


1 4 . 


5 8 


4 1 


2 0 . 


4 3 


4 2 


2 1 . 


8 6 


5 9 


2 3 . 


7 5 


5 2 


2 4 . 


5 9 


5 3 


2 4 . 


7 1 


4 2 


2 5 . 


1 8 


6 1 


2 5 . 


3 4 


6 0 


2 6 . 


0 1 


6 1 
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Mi : j^Ilii®!! 

WJfctoTSILfcN- {2-^DD-4-[ (6, 7-^p<h^>-4 
-^ryU;i/) ^-^^>]7 3i-;i/} — N 5 - (5-^f-;P-3-^V^V*'J;i/) 
*!V7 (2. Og) (4 0mL) tin*. 7 0%«i (1. 2g) 

feo f#£>tbfe$9-*£^# y — ;i/ (2 0 OmL) ^JcVtK ( 1 0 OmL) *fctl 

:&ffcH$f£Sa3fi^ $t»«&&«£E<6*RU N- {2-^PD-4-[ (6, 1-*J 
* h^^-4-^yj;i/) -N' - (5 3=-;i/- 3 ->f V 

W^'J^) ^58^11**511 (2. Og) £]Rf#bfc (42*=8 8. 0 

%) o 

1 H — N M R (4 0 0MHz, DMSO-d 6 /ppm) ; 52. 37 (s, 3 
H) , 4. 03 (s, 3H), 4. 05 (s, 3H), 6. 50 (s, 1 H) , 
7. 00 (d, 1H) , 7. 43 (dd, 1H) , 7. 53 (s, 1 H) , 7. 
72 (d, 1 H) , 7. 74 (s , 1 H) , 8. 36 (d, 1 H) , 8. 84 
(d, 1 H) , 8. 87 (s, 1 H) , 10. 23 (s , 1H) 

gi4f±, f#£>frifcMHfc:fefr3> 2 O%0ffi^jg^w-r^> t:— ^©t°— 
S^^Vffl^ft (%) ^^-To 

IfelTIi, SCJlSSOSs^taSEJIftJISI^^-V— h£^U £ £ M i± 2 2 0 °Cft 
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4 



itti -fr*- 45gt 




±n f6f ^ \ o n o/ \ 


rr 




f y 


9 • 


5 U 


b i 


1 0 . 


9 1 


1 U (J 


1 1 . 


8 9 


o z 


1 7 . 


9 5 


3 3 


1 8 . 


9 3 


9 0 


1 9 . 


8 0 


4 1 


2 1 . 


9 0 


5 1 


2 3 . 


6 4 


7 1 


2 3 . 


8 3 


9 0 


2 4 . 


4 3 


3 6 


2 5 . 


5 1 


9 1 


2 6 . 


1 2 


9 5 


2 7 . 


4 0 


5 6 


2 7 . 


5 6 


6 0 


2 8 . 


3 4 


8 1 


2 8 . 


9 5 


6 9 


2 9 . 


0 6 


6 5 


00 5 : 581 




urn 



MfctoTSIlfcN- {2-^PP-4-[(6, 7-5>* h3^>-4 

Jr^-is]? -N' - (5-^^-3->f v^;»J;v) 

r>]/7- (2 . 0 g) ;i/ (4 OmL) fcjQ*., 7 0 %« ( 1 . 2 g) 

feo #£>ftfc#&5fc£N, N-^^»il/A7U* (lOmL) ^(IT10 0°C 

ti#Us $£±temM&, mu^x^&v, (20mD *?stu 

^©^^-il^lfeo #fffl$f&«3fi^ »a«J*«JBE9fe*Rbs N — {2-^P 
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p- 4 -[ (6, 7-^h^-4-^;'J;i/) 7 — N 5 - 

(5-*^;i/-3->f V3MJ"\/'j;i,) ^VT«g»ffiIIS«SS (2. Og) 
bfe (4W=9 1 • 0%) o 

®fcD»t:— 7t 2 2 0 o Cf«^^t°-^>b^^tUTV^§o 0 1 0 fcfc. ^E$£H 

MMM (2 6) mn&m. (>2o%) 



9 . 


0 8 


5 1 


1 1 . 


7 8 


5 3 


2 3 . 


3 3 


4 4 


2 3 . 


4 5 


4 6 


2 3 . 


6 6 


4 7 


2 4 . 


8 0 


5 0 


2 5 . 


9 1 


7 2 


2 6 . 


2 2 


9 4 


2 6 . 


4 9 


10 0 



M6 : mmmimm^fpmm. 

mmmtem-oTmMLfcN- {2-^nn-4-[ (6, h=^>-4 
-^yy;i/) ^s^^— ;i/> -n' - ( 5 3 --r v^-y-v* 

^1/7 (2. Og) (53mL) lzm?L, mffiM («£9 8 %) 

(i. 3g) *itu sfitt4^i#ife 0 tftBtJ^^Tibfc^ mm 

^iMbfeo t#e>tufe^*^T^z h U;i/ (2 0 OmL) feitr* (4 0 
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mL) ^tTM^^&ft^tt^u ^±izmmn, 5°c*^^Pb, ^©^^ 

[ (6, 1 -*J* h*^- 4-*; U;v) pT^>]:7^;1/} — N ' - (5-^ 
^-3-^VWJ;V) ^l/7liiIS^ (1. 9g) £I&f#bfc (IW 
= 78. 0 %) o 

1 H — N M R (4 0 0MHz, DMSO-de/ppm) ;62. 37 (s, 3 
H), 4. 02 (s, 3H), 4. 04 (s, 3H), 6. 50 (s, 1H) , 
6. 96 (d, 1H), 7. 42 (dd, 1H) , 7. 55 (s, 1H), 7. 
71 (d, 1H), 7. 72 (s, 1H) 5 8. 35 (d, 1 H) , 8. 81 
(d, 1H) , 8. 87 (s , 1 H) , 10. 22 (s , 1H) 

m&xmmmm. (%) &^-r 0 

To 



L6_ 

I5]#t^ (20) 



8 
9 
9 

1 2 
1 3 
1 4 
1 5 



7 1 

4 0 

5 6 

3 0 
9 8 

4 1 
1 3 



17.28 



fflM^g 0 2 0%) 

5 6 

6 3 

4 6 

8 1 

9 2 

5 6 
9 7 
5 2 
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2 1.40 

2 1.96 

2 5.39 

2 5.61 

2 6.90 
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3 8 
10 0 

4 0 
3 4 
3 5 



*B&0!lfcfl£oT»3gbfcN- {2-^PO-4-[ (6, 1 -*J* h^>-4 
Jr**/]? x.—^} -N' - ( 5 -*^-;i/-3 ->f v3F"9-vnj;i/) 
(2. 0 g) ^p<^y— ;i/ (5 3mL) fcj&n^ (SJS 9 8%) 

(i. 3 g) $»tu sfatt4i»ifco ffim%o%Mmi;fzWi, mm%o 

^MJE^bfeo #k*xfc*&5k£N, N-^?;V$;VA7U- (2 0mL) 4\ 
14 0°CilTStfU ^t^Hts 5°C^-T!^SIb. ^ bfco 
Wffi^SiM^ ilt^iffiKIbs N- {2-^nn-4-[ (6, 7-*? 
* h^>- 4 U;V) ^J-Jr->]7^-;i/} -N' - (5 3 --f V 

^V~D;i/) ^l^^tSttMIIMMIl (1. 0g) £]Rf#bfc (W=4 1. 0 

%) o 

^fesi3(t mmmoT^mM^^mM^^— h£^u ^dyci 8 o°c 

To 



mtt&m (>2o%) 



6.19 
8.09 



7 6 
3 3 
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1 2 . 
1 3 , 
1 6 , 
1 8 , 

1 8 

2 1 
2 2 
2 2 
2 3 
2 3 
2 4 
2 4 
2 5 
2 6 
2 7 
2 8 



3 5 

0 8 

6 5 
3 8 

5 2 

1 2 

0 7 

1 7 

0 3 
9 4 

1 3 

7 8 

6 8 
5 4 

0 2 

1 4 



7 8 
3 3 
1 0 0 

3 8 

4 5 

2 9 

5 9 

6 9 

3 9 
3 8 
3 4 

3 2 

4 2 
3 5 
3 3 
3 3 



SjgflJfcraoTSKStLfcN- {2-^nn-4-[ (6, 7-^b3^>-4 
-^yijjl/) tf-3^>];7:n-M — N 5 - (5-^f;v-3--f VWJ^) 
1)1/7 (2. Og) ;i/ (5 OmL) lzjj\\^ >X)l*>M ( 1. 

3g) sstu mutex4mmmnhfz 0 mmm^Mvit^ 

l&mhfco f#e>*lfc»5fc£N, N-^W-feh7U' (lOmL) *s 8 0 
°CfcT8t#U ^fi£T^*PU T-feh-hU;i/ (3 OmL) £ 

iff^IU, N- {2-^DO-4-[ (6, 7 -SM h=^> - 4 -3py U ;V) 
^-^r^]^oi-;V} -N' - (5-^^l/-3-^VWv*'J;V) ^l/7^^> 

( i . 7 g) (4x*= 6 9 . o%) 0 

1 H — N MR (4 0 0MHz, DMSO-de/ppm) ; d 2 . 34 (s, 3 
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H), 2. 37 (s, 3H), 4. 03 (s, 3H) , 4. 05 (s, 3H) , 
6. 50 (s, 1H) , 7. 00 (d 3 1 H) , 7. 42 ( d d , 1H) , 7. 
59 (s, 1 H) , 7. 72 (d , 1 H) , 7. 74 ( s , 1 H) , 8. 36 
(d, 1H), 8. 83 (d, 1H) , 8. 87 (s, 1H), 10. 23 (s, 
1 H) 

wjs&TPmM&m. (%) %mto 

to 

H#h§l (20) mtt&m. 020%) 



5 . 


3 6 


8 1 


8 . 


0 4 


9 5 


9 . 


2 5 


7 8 


1 8 . 


3 8 


10 0 


1 8 . 


8 3 


4 9 


1 9 . 


7 3 


5 3 


2 0 . 


4 2 


4 9 


2 1 . 


3 0 


7 9 


2 2 . 


2 0 


9 2 


2 2 . 


6 2 


4 1 


2 4 . 


2 5 


4 4 


2 4 . 


7 2 


6 6 


2 5 . 


4 2 


5 4 
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5 9 
4 7 



2 6 
2 6 



2 7 
9 7 



ffiJ9 : ^*>x;i/fr>&ffiHMiigg(PgBg 

§mW3t£oTM3tbfcN- {2-^DD-4-[ (6, 7-^b3^>-4 
-^y ^r^-t/]y — n 5 - (5-^f;v-3-^v^t^'J;i/) 

^i/r (2 . og) ;v ( 5 OmD tun*^ ^*>;*;i/*>^ ( i . 

3g) liTU lfil:T4IFWLfeo #fttn»*«aufc^ ai«5*mE 

SSlfeo (12 0mL) <K iSSftS-Sr&a^flM^U 

$r£Mffi£&*SU N- { 2 n n - 4 -[ (6, 1 -V* h^^-4-^y U 

#>x)v*>mmmffim (i. 9g) ^rabfe (w=so. o%) 0 
g^^ma^js (%) ^*to 



mirft (20) 



mn&m. 020%) 



9 

1 7 

1 8 

2 1 
2 3 



2 2 

3 5 

7 8 

6 4 

0 3 



2 3.12 



10 0 

5 4 
5 8 
5 6 
4 5 
4 5 
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2 4 . 



0 9 



4 9 



2 4.31 



6 0 



2 5.48 



8 1 



2 5 . 



6 7 



7 9 



2 6.27 



7 9 



2 6.47 



8 4 



2 6 . 



6 4 



7 8 



»at#Jfct£oT»3ltbfcN- {2-^no-4-[ (6, h=^>-4 
^-^r^>]7 ^ n;i/} -N' - ;i/-3-^f V^^'J;i/) 

>)l/7 (2. Og) <£p<#y— ;i/ (5 OmL) tlft!;*^ ^^>^)V^>m ( 1. 

J&iHlbfco f#e>tbfct9*£N, N-^^;i/A7U* (5mL) ^ 100 

°ctti#Ls ^±izmm%t, 5°c^T-^*Pb. ^<d&%— mmnistco mmm 

^Ilt^ ^»§Mi±^bs N- {2-^on-4-[ (6, 7-^h# 
^-4-^;'J;i/) t^^]7xn;i/} -N' - (5-^^l/-3-^ VW 
«>ivT^^>^;i/*>»t6IIiai3lSa (1. 5g) ^mt#bfe (4X*=6 

1 . 0%) o 

fit^i^i^g (%) t^to 

h 2 4 0°Cft?£k:i!»t o — ^d^^tlTV^o 02 0ti N ^M^©fta*sij^ 
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1 0 

m$m (2 0) mm&m 020%) 



4 . 


8 2 


4 1 


6 . 


3 5 


4 6 


1 6 . 


3 3 


3 8 


1 7 . 


4 8 


4 2 


1 8 . 


8 1 


3 9 


2 0 . 


5 8 


3 7 


2 2 . 


7 3 


4 2 


2 2 . 


9 8 


4 3 


2 3 . 


1 0 


4 2 


2 4 . 


5 9 


8 0 


2 4 . 


6 7 


8 9 


2 4 . 


9 3 


10 0 


2 5 . 


5 8 


4 2 



M3tW3t£oT«UtLfcN- {2-^Dn-4-[ (6, 7-^p<h^^-4 

t^^>]7x-;n -n' - ( 5 ^jv- 3 -- r v ^f-V u ;v) 

<>l/T (2. o g) ^^^y— ;i/ (5 OmL) J^PX-s p<^>x;i/^>^ ( 1. 

|g*Rbfeo m^tir^m^T^z h=- b D;i/ (4 OmL) &<fctJM#y — ;v ( 1 o 
mL) 4^ ««E£-frfc#e>flfcf$U ^£fc$g#&> 5 "C U ^©s^- 

Bfeti#bfeo flffcH«f&*i»8U *«4fcr&«JEEI6*U N- {2-^dd-4- 
[ (6, 7-5^ h3^>-4-=iM ^-3p>>] 7 ^-;v} -N' - (5-^ 

;i/-3 ->r v^r-y-v y;i/) &wr**>x;\'*i>WtfcvrMlf£& (l. 5g) 

t#bfc = 6 2. 0%) o 
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^160°Ci:24 0 Wt£ t f i t-^ tit ^ 5 o El 2 2 ^gil©8& 



1 1 





(2 0) 


ffltt&m. 020%) 


7 


. 7 0 


10 0 


9 


. 2 1 


4 5 


9 


. 9 8 


4 8 


1 5 


. 3 2 


9 2 


1 5 


. 8 5 


6 6 


1 6 


. 7 7 


4 1 


2 2 


. 0 2 


4 8 


2 2 


. 1 4 


5 2 


2 3 


. 3 5 


4 8 


2 5 


. 3 4 


3 9 


2 6 


. 6 2 


6 0 


2 6 


. 7 6 


5 5 


00 1 2 : 







WJfcfotSilfcN- {2-^UD-4-[ (6, 7-^p<h^>-4 

-jp;ij;i/) a-^]? I— m — n ' - (5-^;i/-3 — rvwj;t/) 
t>VT (2 . o g) — ;p ( 5 OmL) y^>x;i/^>^ ( l . 

3g) t»Tu ifii:t4^piitfbf;o «ftn«i*ajibfc^ mm^mj± 

Sfe**bfco &£>*xfc3|&5k&N, N-^^f;i/*;VA7U" (5mL) <f n 1 0 0 
°Cfcti#bs ^tdSgfl?^ ^SST?^aibfco (2 OmL) 

TU Ifit:t-»Ufeo *ffcH4fo**««K S3a^*MfiElg«b> N— {2 
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-^on- 4 -[ (6, 7 h^>- 4-*; >;;v) a-^]? -N 

(2. Og) £I&f#Lfc (4W=8 2. 0%) o 
*fci2 3i±, M^^©^^M«fl^^- h£^U iifcii 1 6 0°C 

to 

m 2 

(20) TOgiS (>20%) 



6 . 


6 7 


7 8 


1 8 . 


2 3 


4 4 


1 8 . 


4 9 


4 3 


1 9 . 


5 7 


6 5 


1 9 . 


9 7 


5 2 


2 0 . 


4 7 


4 4 


2 0 . 


7 1 


4 7 


2 0 . 


9 9 


4 8 


2 2 . 


2 4 


5 1 


2 2 . 


5 1 


5 3 


2 2 . 


8 5 


6 3 


2 3 . 


1 6 


10 0 


2 4 . 


0 2 


6 3 


2 4 . 


3 8 


8 5 


2 4 . 


6 3 


7 7 


2 4 . 


9 5 


6 6 
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mmm^-oxm^htzN - {2-^nn-4-[(6, 7-^ 

^-^>>]7^-;i/} -N' - (5-^^-3-^fv^^'j;v) 

t?\sT ( 2 . 0 g) &T-te bnhu;v (2 7mL) £#nx_ N p- h;i/^>x;i/^ 
7JOPtJ (2. 5g)^T-kh-h»;;v(27mL) t:***bfc»**aiT 

6tlfe^*^p<^y— )V (7 0mL) jfeJ^tf* (4 0mL) M$&£ 

^a^T^*Pb, ^©££--B&ai#bfco wmti^^M 

*3fl*&*i*ffite«U N-{2-^nn-4-[(6, 7-$?*h*i'-4 
^-3r^>]73i-;v} -n' - (5-^?;i/-3-^v^V'J;v) 

^l/7p-h;Px>^M>iIIIMi (2. 3g) £I$tf#bfc (IK*= 8 4 . 

0%) o 

1 H — NMR (4 0 0MHz, DMSO-de/ ppm) ; <5 2 . 2 7 (s, 3 
H) , 2. 37 (s, 3 H) , 4. 03 (s , 3 H) , 4. 04 (s , 3H) , 
6. 50 (s, 1 H) , 7. 00 (d, 1 H) , 7. 09 (s , 1 H) , 7. 1 
1 (s, 1H) , 7. 43 (dd, 1 H) , 7. 46 (d, 1 H) , 7. 48 
(d, 1H) , 7. 55 (s, 1H) , 7. 72 (d, 1 H) , 7. 74 (s, 
1H) , 8. 36 (d, 1H) , 8. 84 (d, 1 H) , 8. 88 (s, 1 H) , 
10. 23 (s , 1 H) 

Sfei2 5tt @[3ieS<0^ll^aE^*SS^"V— h£^U ^d(3{±12 0°C 
i:18 0 o Cft®{3PMb°-^yb^^$^^T^/^^o EI 2 6 ii, ^*gffi©^fiS^^ 
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1 3 

®$tn ( 2 el) mnmM 020%) 



4 . 


9 2 


7 7 


9 . 


4 8 


6 5 


1 5 . 


7 4 


3 6 


1 6 . 


1 7 


8 2 


1 6 . 


8 5 


6 8 


1 7 . 


1 9 


3 0 


1 7 . 


5 5 


4 5 


1 9 . 


0 3 


10 0 


2 1 . 


1 9 


4 9 


2 1 . 


3 6 


4 4 


2 1 . 


8 0 


4 6 


2 2 . 


3 0 


2 6 


2 3 . 


7 5 


3 3 


2 3 . 


9 3 


3 8 


2 4 . 


3 6 


5 6 


2 5 . 


2 7 


7 6 


2 5 . 


7 8 


4 3 


2 6 . 


8 8 


8 3 


2 8 . 


1 5 


2 9 


2 8 . 


4 1 


4 1 



ffji4: p- hjy^>^;v^>mmmm^(Dmm. 

t^^]7x-;i/} -N 5 - ( 5 3 -4 

•>l/7 (2. Og) £T-fe h (27mL) i3^ax. s p- h ;i/^>x;i/* 
>m—7kffim (2. 5g)£T-feh-hU;i/(27mL) LfcigJfc&fflrF 
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ktifciSfcfc&N, N-^Wth7U* (lOmL) *K 100°CtItft# 
U &±tzmm&> MM&tft&h^ zk (lOmL) £$TFbfco 5°C£-£^*P 

u ^©^^-sfest^bfeo «fm4»*«a«N *««9£$rtffiS6«*u n- {2- 

- (5-^f;i/-3--fv^v'J;i/) >)V7p- h;vrc>x;i/^>^^HM^ 

H (2 . 3g) ^mtfbfe (W=8 4. 0%) o 

iiLW&kmm&m. (%) £^-r 0 

tfe027ii, SIBSOwl^SiiiSft - h U> z^izlt 1 2 0°C 
h 1 8 0°Cf5f5EK:lRI»t:— ^tfj^ti/O^o HI 2 8 \t s BttSlloaftMSl^ 

m 4 

jjg (20) ^gMgiS 020%) 



4 . 


8 6 


8 2 


9 . 


4 2 


5 4 


1 2 . 


4 5 


2 8 


1 5.. 


8 3 


4 4 


1 6 . 


1 6 


3 7 


1 6 . 


7 4 


3 9 


1 7 . 


3 1 


3 8 


1 7 . 


6 2 


4 2 


1 8 . 


9 3 


6 7 


2 1 . 


1 7 


5 1 


2 1 . 


8 2 


2 5 


2 2 . 


3 9 


2 6 


2 4 . 


0 3 


5 0 



WO 2004/035572 



PCT/JP2003/013439 



2 4 . 

2 5 . 

2 6 . 

2 7 . 

2 8 . 



3 1 
5 7 

0 1 

1 6 

4 8 
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3 9 
8 2 
3 5 
10 0 
5 0 



#oi5: p- b jv^-> ^jv^>mmim^cpmm. 
mmmi^-oxmrnvtzN - {2-^nn-4-[(6, i-*?* h^>-4 

t^r^>]7x-;i/} -N' - (5-^^-3->fvWJ^) 
i)l/7 ( 2 . Og) h-hu;i/ (2 7mL) tciin^s p- h;v^>x;i/^ 

TfOfatJ (2. 5 g) ^7-fe h— h U;V (2 7mL) bfc?«£}i§T 

e>tlfe^^^^y-;i/ (16 0mL) <K JgtfE^&a 5 U 53^tc:$£fl¥ 

j|U N — {2-^DD-4-[ (6, 7-^f^-4-^'j;V) 3-3^>] 
7az~;i/> -N' - ( 5 3 — f V^F-9-y;;V) "7l/7p - h;i/x>x 

;i/*>m^HMf£H (2. Og) £3tf#bfc = 7 4 . 0%) o 

^fcm2 9^ ^^©^^s^aso^^— b&^u i 2 o°c 

■V— h &^^"o 



:1 5 

M#iM (2.9) 



mm&m 020%) 



4.94 
9.53 



7 6 
7 8 
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1 5 . 


6 9 


5 9 


1 6 . 


2 2 


6 8 


1 6 . 


8 0 


6 1 


1 6 . 


9 8 


7 1 


1 7 . 


1 1 


6 5 


1 7 . 


5 1 


8 1 


1 9 . 


1 4 


9 3 


2 1 . 


3 6 


5 4 


2 1 . 


8 9 


5 0 


2 2 . 


2 5 


4 3 


2 3 . 


3 1 


4 5 


2 3 . 


4 4 


5 0 


2 3 . 


7 1 


4 5 


2 4 . 


0 3 


5 6 


2 4 . 


4 5 


6 4 


2 4 . 


8 6 


6 6 


2 5 . 


0 3 


7 2 


2 5 . 


2 1 


7 2 


2 5 . 


4 8 


7 3 


2 5 . 


5 9 


6 9 


2 5 . 


9 2 


5 9 


2 6 . 


0 4 


5 8 


2 6 . 


6 1 


10 0 


2 7 . 


1 1 


5 7 


2 8 . 


0 4 


4 7 


2 8 . 


1 8 


4 8 


2 8 . 


5 5 


6 6 


2 8 . 


8 5 


4 1 
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M3tW-l£oT§^bfcN- {2-^nn-4-[ (6, 7-i^b^>-4 
^-^rJ/]73i— M — N ' - (5-^^-3->fv^;'j^) 
i)l/7 ( 2 . 0 g) J— ;V (2 7mL) £jDx.s ^ W >I£ ( 1 . 5 g) 

;p (2 7mL) t^Lfci*§iTU SflfcT 4 ^P^ti^bfeo 

«fta«i*»ab&^ «3a«r5fe«ffi9S*bfco ^nfe^***^— ;v cio 

OmL) *5£T5zk (5 0mL) t*\ MM^ £>J*# bs ^fcSJB^ 

*-e^*pu ^©**-Rfea^bfco *fffi«j£*tagu *a«i&*ftBE«fc*u n 

- {2-^DP-4-[ (6, 7-^^h^p^-4-^yU;i/) t^r^]7x- 
M — N 5 - ( 5 3 ->f V^it^/U;!/) ^l/TTl/^VKiHSgS 

( 1 . 7 g) £Stf#b£: = 6 8. 0%) o 

1 H — N M R (4 0 0MHz, DMSO-de/ ppm) ; 52. 37 (s, 3 
H), 3. 96 (s, 3 H) , 3. 98 (s, 3 H) , 6. 19 (s, 2H) , 
6. 50 (s, 1H) , 6. 71 (d, 1 H) , 7. 32 (dd, 1 H) , 7. 
44 (s, 1 H) , 7. 58 (s , 1 H) , 7. 59 ( d , 1 H) , 8. 28 

(d, 1H), 8. 62 (d, 1H), 8. 81 (s, 1 H) , 10. 18 (s, 
1H) 

M:fe«fcTttB2*3St* (%) ^^"To 

£fcH!3 1te, ®E*gS©^IS3taEl»«ai^^— h*^U 1 9 0°C 

"To 



1 6 

mfff^ (20) mm&m. 020%) 

6.30 22 
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9 . 


O O 


2 9 


1 1 . 


£? O 

o o 


3 1 


1 4 • 


Z 5 


4 9 


1 5 . 


1 7 


3 5 


1 5 . 


6 6 


10 0 


1 8 • 


8 6 


8 4 


2 1 . 


8 5 


5 0 


2 2 . 


1 2 


7 8 


2 6 . 


2 2 


2 1 


2 7 . 


3 7 


2 6 


2 7 . 


6 2 


2 5 


2 8 . 


1 3 


2 0 



m 1 7 : v w >MMIIMMM^M^ 
SBgtfJfc^oTgtfgbfcN- {2-^nn-4-[ (6, 7-^b^>-4 

-^y u;v) •**ct/]'7 -N' - (5-^?;y-3-^;^v*'j;i/) 

r>lxT (2 . 0 g) 1£*$ J— ;i/ (2 7mL) fclSD;^ VW>&( 1 . 5 g) 
(2 7mL) t^Lfcii^iTU IiBCt4Hll#lfc„ 
#fffi«®lbfc^ ^tJ^MH^bfeo (3 0 

OmL) rK IS$tfi;^^itfU ^t^fi?^ 5°C£-£^£PU 
-B&ii#bfco #fffi^£3til^ «5iSfcr£&ftE$£*£U N- {2-^nn-4- 

[ (6, i -y* h^^-4-^y u;i/) t^^>]7x-M -n' - (5-^ 

;V-3-^V^v"U;V) 1/7YV^ VgtlMUM^iH (1. 9g) £]&f#bfc 
0R*s=7 6. 0%) o 

feg^<t^a^sjs (%) *^to 
^feia3 3(± s m^MOTjkm^mmmi^^—h^mh, ^cti±i8o°c 
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To 

mi 7 

EMM (2 0) ^gjJt 0 2 0%) 



4 . 


3 3 


3 5 


8 . 


7 0 


2 4 


1 2 . 


1 9 


2 2 


1 2 . 


7 0 


2 1 


1 4 . 


7 2 


2 5 


1 5 . 


8 8 


3 7 


1 7 . 


3 6 


3 6 


2 2 . 


7 0 


2 3 


2 3 . 


0 6 


2 4 


2 3 . 


2 2 


2 5 


2 3 . 


5 5 


2 0 


2 4 . 


0 6 


2 0 


2 4 . 


6 3 


3 3 


2 5 . 


6 5 


10 0 


2 6 . 


0 6 


5 1 


2 7 . 


2 0 


4 1 



»J(:foTSILfcN- {2-^nn-4-[ (6, 7-^h3^>-4 
7i-^^>]7 3i— ;v> -n' - ( 5 3 ->r v^-tf-v* 

t>\sT (2 . 0 g) £p<^y— ;V (2 7mL) iCiPX.. V W >M ( 1 . 5 g) 
(2 7mL) ti^lfei§I*iTU lfitT4HWLL 

*fffi^*3imbfc^ mmyo&miEnmisfco m^tiitm^N, 

*;i/A^F (lOmL) 10 0°Ctt»U 5°C£T:^ 
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spu ^©££— mmiwvfro mm^o^m^ $K&yo&tt)£&mL. n- {2 

_/7 DP _ 4 _[ ( 6j 7-^ U;V) t^^>]7xr;i/} — N 

' - (5-^;i/-3--f V^-y-^U^) ^1/7YW >m^niM^^ (1. 
6 (g) £]&f#bfc (4X^= 6 5. 0%) o 

tiLW.js&xfmft&m (%) *^i~o 

h 1 9 0°C{«^DM^ — ^fts^£tiT^£o III 3 6i±. ^SlitD^fiSMI^^ 
S18 

tuffr^ (20) mn^m. 020%) 



6 . 


2 9 


3 6 


8 . 


9 1 


9 1 


1 2 . 


4 5 


5 0 


1 4 . 


0 3 


10 0 


1 6 . 


1 4 


2 4 


1 7 . 


8 2 


5 4 


1 9 . 


7 9 


4 8 


2 0 . 


4 4 


3 5 


2 1 . 


9 7 


6 7 


2 3 . 


3 4 


3 4 


2 3 . 


5 3 


4 4 


2 3 . 


8 8 


3 5 


2 4 . 


1 1 


2 7 


2 4 . 


5 9 


3 2 


2 4 . 


8 0 


3 7 
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2 4 
2 5 
2 5 
2 6 
2 7 
2 7 



9 4 

4 2 

6 9 

9 8 

2 8 

9 9 



2 8.37 
2 8.53 



64 



3 9 

4 5 

5 2 
3 4 
3 7 
3 9 
3 0 
2 7 



WJtfotlSlfeN- {2-^DD-4-[ (6, 7-^h^>-4 

-^y>;;i/) ^-^->]7^-;i/} -n' - ( 5 3 ->f v^p-tf-v* U;i/) 
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